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WHI Hormone Program Design

Hysterectomy l
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\ \ \ CEE 0.625 mg/d + MPA 2.5 mg/d

/ I I | l

IR QU ey

\ \ Placebo /

CEE=conjugated equine estrogen; MPA=medroxyprogesterone acetate.
*Initially: CEE only (n=331), CEE + MPA, or placebo.

(CEE only was subsequently converted to CEE + MPA).

WHI Study Group. Control Clin Trials. 1998;19:61-109.
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WHIMS Methodology

NP battery, questionnaires

Clinical exam, labs, clinical
impression
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Central adjudication |
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/
NP=neuropsychological; PD=probable dementia; MCI=mild cognitive impairment;
ND=no dementia.
Shumaker SA, et al. JAMA. 2003;289:2651-2662.
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over time—as well as other
Yconfounding” therapies

s Well-trained, and certified staff
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. Does HT affect risk of Amnestic MCT
subtype?
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e INterview of proxy.: (Friend or family,
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mechanism for addressing inherent de-
selection bias

e Provides potential opportunity to assess effects
of HT on cognitive decline/dementia in
“younger” WHI women



The WHIMS MRI Study
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Examine whether sub-clinical abnormalities on
)Kil_p Yecljd‘l:_co version. from MCI to em'entiyé,

Examine whether a dose-response relationship |

exists between duration of exposure to HT and
sub-clinical abnormalities.
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What else can we learn from
WHIMS?




J—Iaasctertéinnﬁenﬂ )
RJHVIAkY Bj%CT?VE_:_DET_ Ine effect

\ \of_l:es.lsatlJ ). of HI on. co njﬂigm ne |
incf\den\ce \f dl melntizfanﬁ M/CI. / /
' l | | | /

\ \ \ \ | l,



eal .
= ASsdciaiioH of

bioma

Kers ‘/M

CI:

\ d\em\entias

}

\T FUrther Sut

=dil’

alylse

\ data “drilling doewn/”
= Analyses w/WHISCA data & Co-STAR

into data

oflexi,stir/‘ng /

/

[




0 =20 O00C
0 () 0 = 0 ol
. AR
J Well char cterized pepulation \ /rt HT" exposure,
ummcu btguilb_(. er time, demo gpoTan, etic.
\ Diverse pulatlon |
Tained a d—ce%ﬁﬁed—st—aff on cognitive measuies
\ trong co n|t|v=- assessment lace /
0

|mpI fied utcdmes

0 We kn sse

t prantotC(lsg] Py |
ascertainmen ,
iy
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o Differential drop-out rates over time

o Priority of this type of analysis among competing
priorities w/in WHI --\resources
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and/or new non-hormonal treatments won’t make our
choices irrelevant before thé study Is done?

Resource
J Nun{ber ch w0|anen requir!ed |

MLOS | | L | _/
Ethics — we can ‘t ignore the known risks associated w/HT ]
even in younger women

e Evidence of presumed benefiti must be substantially

stronger than is currently the case to offset’ risks —
regardless of how small that risk may appear to be




1OU We predic O| fe ES | \ans Leipllinle]

Lﬂ) V(\J/ﬁat |slthe pre\)alenlce oi sub‘ chrLcaI ,dem)entia

\ A Woemen t?‘re WHIMS baseline cohort?
\ What |s\the effect sde e%pect d fJDr

J
\accélera\tl the dementia disease process?
And, therefore,

e How many cases of dementia should we have'
seen?



	WHIMSThe Women’s Health Initiative Memory Study
	
	WHIMS Specific Aims
	What were we thinking? Remember when. . . A quick reality check
	WHI Hormone Program Design
	WHIMS
	WHIMS Methodology
	WHIMS: Selected Data
	Questions raised by WHIMS results:
	Potential of WHIMS to Address  Critical Questions
	Where do we go from here?
	MCI: Limitations and Promise
	Precision in MCI Assessment
	Enhancing Outcomes Ascertainment in WHIMS
	Potential of SCAP
	The WHIMS MRI Study
	Rationale for the WHIMS-MRI Study
	WHMS-MRI: Overall Objective
	WHIMS MRI:Primary Objective
	WHIMS MRI:Secondary Objectives
	WHIMS MRI:Secondary Objectives (contd.)
	WHIMS-MRI Inclusion Criteria
	Timeline
	What else can we learn from WHIMS?
	What effect does cessation of HT have on cognition and risk of dementia?
	Other Opportunities with WHIMS
	Another opportunity with WHIMS Paradigm:  Testing the effects of HT on cognition in the younger WHI women
	Questions WHIMS Cannot Answer
	Challenges to the “perfect” HT/cognition RCT:
	Challenges to the “perfect” HT/cognition RCT, cont. . .
	Finally. . . .

